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Abstract of JP 7236475 (A) 

PURPOSETo provide a myeloma cell line which can be a model for IL-6- dependent proliferation 
mechanism in myeloma, an experiment with an animal to which the cell line is transplanted, and the 
screening process for a myeloma- treating agent using the cell line or said experimental animal. 
CONSTITUTIONThe invention provides a human myeloma cell line which proliferates depending on IL- 
6 through the autocrine mechanism, an experimental animal to which the cell line is transplanted, the in 
vitro screening method of myeloma-treating agents by testing the inhibition of myeloma cell proliferation 
by adding the agents to the cell line, and the in vivo screening method of myeloma cell-treating agents 
by giving the treating agents to the experimental animals. 
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te-eff Jit-rat: h#Mffi»tto 

raws* 21 b htii^t v^m^mn^hzm 
&m i KmM<DMmo 

[ 1**51 3] KPMM2 (^X^X^SW^Fjf# 
fF^^^ffi^^^-, SKi^F I RM: P-l 4 1 
7 0) Tfe6tt*Jll t-fH*CD»» 0 

[tf*S7] lliM^K:*-h^9^>««tJ:5 I 
[»**! 1 0 ] #ttffifM^J£rtt 1 t-fE«co« 

um^ 1 1 1 itffiMMstf nnmmm&M? 

[»3j£>I 1 2 ] #MM?frgM^ I l - 6 SttPi«^j-e 

[fltttqi 1 3 ] #MiIte*fflSrff *«4 irfE«o^» 

ft 6 # MMf&SM co ^ v if 3j? * 9 5 - ~ y 
[ft**! 1 4 ] #MM»lS±tWfl]SiJ^»SrM^ >s*# 

ftmmmnmt vxn 5 - t^b^^mm 1 3 tzna 

1 6 ] #Mffi7£»0^ I L - 6 ffitHMFfflK? 
[|8W<D|MHftf&IK] 

[0001] 

i^ifttstMewco;^ y-^^^^H-rSo 

[0 0 0 2] 



[^os«] Bmmmmm^2 (bsf-2) 
xh&4y?-tis(*y6 (il-6) \*g>m£Wttm 

(multiple myeloma: EkfMM t WM 

ftTV^S (Kawano et al. , Nature 332:83,1988; Klein 
et al., Blood 73:517, 1989) 0 #5Stt#ftltt^, 

loft, I L- 6 ^Sg^i" 55^*8 0 kDCOy ^fVK 
^tM^/^fC (I L-6g«fr) -efe«9, fficDl 

o^y #v vm^(o^^/^m^^t>^m 

/>°^f g p 1 3 OtfcS (Taga et ah, J. Exp. Med. 
196:967, 1987) 0 
[0 0 0 3] 1 9 8 8^Kawano&ttfifchti 

mmmm&mc il-6 u 
( r) i 5 -r y tr h n x*mmmm istiz^tfr 

5 £ £ ^rSiiS L (Kawano et al. , Nature 332:83, 198 
8) . -JK1 e in bit, S fe^SH^^S^bftV^ 

ttSS^ifPJtmi-SntSraibfc (Klein et al., Bl 
ood 73:517, 1989) 0 ^fc, tpCD I L-6M^f 
MJ3IcD^# t ffi Bl LT V ^ S ^1 1 d5*q P? JlT *5 «9 (Batai 1 
le et al., J. Clin. Invest. 84:2008, 1989) , I L 
- 6 ^#HMco^ftif JSH^CO 1 ot*5 

[0 0 0 4] Sfc, *ff«^SSbfc#MMMaco^, # 
tti- J: o T ±1*1" 6 co jWljgi&vCttft v \ 

[0 0 0 5] IL-6 ft#tt±t?|^1-6 t h #«M« 

t*^tr F7^7x^i/ 3 yiaott h I L-6 c 

V£tZ>h<£>~?fo% (Okuno etaL, Exp. Hematol. 20:39 
5, 1992) 0 b htlIIWU2 6 6ttIL- 

6 ir- h ? y 4 >mm ^cto Tit mt art $ tt 

TV" 1 ^) (Jernberg etal. , Leukemia 5:255, 1991; Levy 
et ah, J. Clin. Invest. 88:696, 1991) 0 L^^Lft 
flSfe, U2 6 6 0itJ(tt^HttI L-6t±oTfc (Je 
rnberg et al. , Leukemia 5:255, 1991) , ^fcjrC I L 
-6^ty ^n— t;Vtt#fciot!) (Levy et al. , J. 
Clin. Invest. 88:696, 1991) ^S^rg^ft^o^, fc 
V^5*^t>&^, U2 6 6coiiJil««^*f-r5 I L-6 

coH-^^l^r^feSo 
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[0006] **H#fett, ^tt#ttlt*#©M>M> 

£>ft I L-6fe#t4*f?g <£r^U ^o, g#i$JiJ(i£ 
feCRlL-6 S^frfeif*^ <l«^^rt 
Lfc (Goto et al., Biotherapy 7:655, 1993) 0 
[0 0 0 7] fefc, *f»t b#f«MS 

srt h i L-6ismia^M^9^ (i 

L-6 hy^v^x^^^SCIDT^^) i^It/c 
M*Wa^t4K^O^r^WLfe (Goto et al., IS 5 
2H0*J6^^PfSSi'*, 498 H, 1 9 9 3^ 
10£) o &T^ffibfc3^Cte^CD#* 

[0 0 0 8] 

[0 0 0 9] ^mm<D @ I L — 6 #t#t&f 

K*ftjf©i L-smmmnmt^tbt-rzmmffi 

[0 0 10] *|S8lttR*BJ!a«Sr^ttLfc*KiS^«rli 
tfc1"5;ii:fcBfti:1-5o ±IB*»ft«bttgil L-6fei 
ffc Si I L - 6 g^frfeifrft JfCO I L — 6 SttPl*^JSr 

tt C * b r 5 #MB^Sffl M x £ -frfffllo tftS © > tf 
[ooii] *!SMtt#Kttf&iSeS9<o^^ y 

£t>Bfti-r5 0 -tfH^ ^ If h n *?Mc 

y -~ y^ifcSrttJBt- a r. ^ as-e* So Jiia-r 

fflftfj & 6 v * tt#JS« o»M £ im b i~ S #S»£*£iJ <£> 
?>s<?KXh<9, ^:ttSrS^S#lttttrJ:!3 I g 

A, IgM, IgG, IgE^WBence-Jon 
[0 0 12] 

[0013] -rftfct), *»wr±*-b^9>r>'««fc 



[0 0 14] £fc, **Mtt»*Bflat5|eSr^WLfcllftft 
[0 0 15] SfeK, *»Mtt#«Bf&3S^JSrJiia3teflS 

[0 0 16] Sfelc, *»Kf4#MBif^f!lSr±iaS» 

[0017] ^mmmmmte, mm^m^ t wm&& 
rt^-esSo **W"Ctt#K, igG, 

-f-S:f£S#F IRM:P-14170 jh/TV^ 
5(1 9 9 4^2% 2 2 B^ffi) e lffiftKPMM2[l 

(SCID) IL-6h7^^i 
^2/^ S C I D ^ ? * 43 <£ 0*3* — K^r^-Xft ifCDife^ 

[0018] PMM 2 1/ If h P T? I L-6 

SrS^U ^/d L-6Sf# (I L — 6 R) SrHSb 

^ MTT (3-[4, 5-dimethylthiazol-2-yl]-2, 5-diphe 
nyltetrazolium bromide) ffi (J. Immun. Methods 65:5 
5-63, 1983 mm) & £Tf£MS&<DmfeX*UWll,tz1& 
I L-6 k fctfc-f bbfcfcfO^II* 
IJXf4KPMM2» I L-6te#S6«jKS 
iSLT^-TSr t*^LTV^5 0 K PMM 2 

OfiJitfi, fell L-6 mAb (^e / 2 n — tflsfflft) 
*3ctD*tI L-6R mAbl: J; oT^Sftfffe^iSl 1 
tWJ^jXfeo ^^C, RT-PCR m^^V^U- 

^fx^yyr^i/ 3 y) fc<t9, kpmm2^il- 

643j;lKl L-6R mRNAaSLtl/^:^W 
®£*LfCo ft*3, KPMM2^1(Dlf^, i-ftfc> 
^>CD44, VLA-/3, ICAM-1, N C AM, L 
FA-3*5±T^VLA-4Sr|iiaLT*5«9, *fc^^tf 

[0 0 19] r © i 5 4K P MM 2 O^lf f ^ , K 
PMM 2^iL-6t-h^7^f ^ffiffi^ ± «9 it5(r5 

^(Dmmmm^ i l- 6»#tt©^- b ^y^^mmx 
^ tmm^tifcmmMmxhZo 

[0 0 2 0] Lf:^ot, *l^0^(O|P«^fei I L - 6 
mAbfo5V^(«I L-6R mAb ft if (0 1 L-6 
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[0 0 2 1] **W©lBlia«c«:«WLfciafc 

* *5 i XT% — K^#* * if O&S^jRffi & 6 ^ r> * 
[0 0 2 2] RWciSV^^fcfc, *fP^±fEM»£^ 

5 0 ffil L-6gL#:*fcB:gil L-6S« 

frirV^ofcl L-6ffittia^J&H:i:»i:r5#M«ife 

[0 0 2 3] «Tt*^SrlU6CT^<t9 $ bic#L< 

[0 0 2 4] 

[n*«] 



>»IIA) ©Itek^b-MtlijiBiaSraBiLfco 

> I L - 6 l^/W3 

9 1. 0 p g/m 1 fclttV^p Mtfctt**F i 
coll -Hy p a q u e (7r/W^Tttfi) SrJBV^ 
fc**^Hiit ffiK iW J T W« £r#flt, 7" 5 * f - y * 

tMS£ 2 0 % ? Vl&JSjhft (FCS:Xavier I 

nvestmentsJKL ^ F y U T) , Jfilft^. t 
ML- 6 4ng/ralMWW 

^ (Ef&SHItfcia) 100/zg/mimRPMI 
1 6 4 0 (^Z^tfcK) SfUJS^t 1 X 1 0 6 «/m 
1 <DWk§t?ftl&£lt1t 0 ^^2 5111177^^^1 
0 m 1 OJ§#fS^-eJg* U StS 5 % C 0 2 tp, 3 7 °C 

[0 0 2 5] ^*ffl^l*fl«"ClBJI&ttfteLTiiJBL 
*BiStteSrKPMM2l:A*Lfco IL-6<Z)ttTtf: 

f^#ftr^^W6^ipp#^^ti- : e , ti>4 8 ^w*5<tt>* 

[0 0 2 6] KPMM2<Z)J^t|^oJ:t/I g^lTOT^) 

k p mm 2 ^ia^*^»«T-c i #a?j^*B!a^sr^ 

^fe-ef^Mia#^^fig^Lfc (0 2) 0 KPMM 

■tftt^tt^&ofco wan gG*3±w AL«*s*ims 

tlfc^, IgA, I gM, *3i^jc L^ttEg^Sm* 
ffi-CBftt-Cfcofco Sfc, *BSa (10 6 f[il/ml) Sr3 

[0 0 2 7] **^!| 2 : ^SKJ^^^W 

±ia*ifefy i twat LfcwaftK pmm 2 cD^ajnugco 
;v*m^x, mm^ ^ximmm^t^m (Fried e t a 

1. , Flow Cytometry, Boca Raton, CRC Press: 59-78, 1 
989) ^WLt 0 
[0 0 2 8] mMMl^mmcOjjferMbfotcKPMM 
25r, 1 0 6 f@/^^--/ir?S5 ± 5fc* 100/z 1(0 
«3t?&ttftai&31^S« (FACS) ffigWf* (2% 
FCSJSitfO. 1% NaN 3 Sttf5 ^WSMit^ 

m^mmm (pbs) , ^TFAcsg«r«^v^5) k 
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Wyft^f (FITC) fc5W7>f3x!J 
(PE) g«tfitt£«sitlU 4°C^T30^ft^ 
h Lfc 0 3Nfffl&&-_hKF ACS flmmc*C 2 HiSfe 
if-LfcfL 7n-f^ h/—$— (EPICS PRO 
FILE, =3-/i^H±») T*#*fbfc 0 
[0 0 2 9] r^^Sif*?£^^V^T^, ^fjgSI 

CSg«i«-e2[Hl»Lfc«, 5Mg/ml©FITC 



fc^tePE^fS^^v^* I gG^F (ab') 
2»rtf (TAGOttK) SrJPx., 4tK:T3 04MBKJS 
Siirfco FACSgWj^?2[g&#Lfc1i, F AC SS 

yn-lMM-^- (EPICS 
PROFILE, /v*H*St) tMLfc 0 
[0 0 3 0] KPMM2<Z)^ffiftJg£^T^l fc* t 

[0 0 3 1 ] 

[8 l ] 



K PMM 2 O^KaJjji^tJT 



KPMM2 



K P MM 2 



CD3 8 


9 9 . 


9 


CD X 1 a (L F A - 1) 


X) . 


4 


P C A - 1 


9 B . 


0 


CD 1 1 b(Ma c - 1) 


1 . 


0 


B L 3 


9 S . 


5 


CD 1 1 ztg p 1 5 0X9 5) 


0 . 


4 








CDI 8 (L F A - 1) 


0 . 


3 








CD29CVLA-£) 


9 4 . 


1 




0 . 


5 


C D 4 4 


1 0 0 




C D 1 0 


0 . 


4 


C D 5 4(1 CAM- 1) 


6 1 . 


6 


C D 2 0 


0 , 


4 


CDS 6CNC AM) 


9 9 . 


9 


CD 2 2 


0 . 


5 


CDS fi ( L F A - 3) 


5 1 . 


9 


CD45RA 


0 . 


6 


C D 6 1 (VN R - j?) 


0 . 


5 


CD 4 5 R 0 


0 . 


6 


CDw4 9 dCVLA-4) 


9 i . 


9 


iiUG . 


3 7 . 




CDw4 9 e (V L A - 5) 


1 . 


3 


I g A 


1 . 


2 


LECAM1 


1 - 


5 




1 . 


7 








I g D 


0 . 


6 


■t to fife cottar 






H3S I g k 


0 . 


2 


C D 2 5 


0 . 


3 


I g A 


7 1 . 


3 


CD 3 4 


0 . 


9 








C D 4 2 b 


0 . 


2 








C D 4 5 


9 9 . 


9 


C D 3 


0 . 


4 


C D 6 2 


0 . 


3 


C D 4 


0 . 


5 


C D 6 3 


2 e . 


3 


CDS 


0 . 


2 


C D 6 9 


o r 


5 


CD 7 


0 , 


2 


C D 7 1 (T f R) 


7 6 . 


2 


CDS 


0 . 


1 


HLA-DR 


4 . 


5 








Gl ycopho 1 i n A 


0 . 


2 








I L - 6 R 


6 . 


3 


C D 1 3 


0 , 


7 








C D 1 4 


0 . 


1 








CD 3 3 


0 . 


S 









(CD38, PCA-l*5iT^BL3) 
D44, VLA-0, ICAM-1, N C AM, LFA 
-3*5itfVLA-4) ft6t;KCD4 5, CD63, 
CD71, I gGfeirK^*^<D|rWg*S|»tt"tf*>ofc 0 

[0032] mmwi 3 : ^ v ^m^mm 
±mmmm 1 l^e p mm 2 <?>%$sttr u -f 

V> (Ig) ae^fffff^SrlMf^^ny h£^±i9# 

[0 0 3 3] H*«l Mfa^cD^ffiMJ; 9#b^fdKP 
MM2IMS (1 0 7 f@) ^P>, Manual of Clinical Immu 
nology, 3rd edition, American Society for Microbio 



«H3 

(c 



logy, 1986^^£i^2pCTDNASrMMb, 3SlfcDM 
WlBamHK E c o R I fe 5 W3H i n d III 

/HtJSt LTDNA£0lRLT, 0. S%TJSv 
— 7,>f)V (SEAKEMGTG, FMCttS) KJ:02 

fct M g J H ^ C jc *3±tFC ^^P— :/ (tya7 
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M^^S«^bTV^^^ofc (13) 0 $k±L<DZt 
[0 0 3 4] 4 : iWfl&»fi¥tt#*f 

±Bmmm i ifc»«K p mm 2 co^f*co« 

[0 0 3 5] lC|B«CO^-e#^^fcKPMM 
2 £2 O%FCS^i01 00// g/m 1 
Sr^tpRPM 116 4 OJg^MfcT 5 X 1 0 5 f@/m 1 
t*Si5l-**bfc e ±S*4 8P#M^i^ KPMM2 

ml, 5>s*w^j}ajaw^itLfcKPMM2a[js 

SrHllRLfco [IJlRL/cKPMM2|P9fl&£rO. 0 7 5MCO 
[0 0 3 6] t<0j|SS, KPMM2f^<«lSK 

h^-immm^hz^trnmisti (14) 0 ml 

fc 1 5»iat^t^4 6, XX, der (1 ; 1 9) 
(q 1 0 ; q 1 0) , t (3 ; 1 4) (q 2 1 ; q 3 
2) , -4, t (6 ; 11) (pl2;pl5) , de 
r (10) add (10) (pl3) die (9 ; 1 
0) (qlO ; q26) , +16^ L/c 0 
[0 0 3 7] 

1 "C»* LfcMSttK P MM 2 (D^zfx ^ ^ v . 

/Vp^/VA (EBV) *5±tfW n/7XV?#^ 

[0 0 3 8] MMWH ^WBft^ffiTite^fcKPMM 
2»JS^fe#:^e>^7 p ^^^^ • /Wt^^/t^ (E 
BV) £r^ffi*t6fc£>^ Systemic Gene 
tic I n s t i t u t elt^biAbfcEBV B 

pcr (aKU* * UT^v/gy) £tr 

A^tijfflM. T. C. *cyY (Gen-Probe I 

nc. ttSSj) *#<D«a*fcttoT**Lfc 0 
[0 0 3 9] KPMM2ttEBVyM*5± 

[0040] mmrne : im h^^yi^t^M 

^*MlTttf5AbfcMaWKPMM2cD#a^^ 

[0 0 4 1] HJSWIl fc|S«^5*ffi-e# fcftfcKPM 
M2^2 0%FC S&itfl 0 0// g/m 1 

^Sr^tpRPMI 1 6 4 0Jff#ffifc#jB$*> M^2 
0 0 & 1T*9 6^^l^- h (7r/V=iyttfi) —1X1 

[0 0 4 2] 9 6 5t^U— K0*5tiCtt % TlBtf>»*£ 



[0 0 4 3] Jfi&X. I L - 2 , HJfiS*«5E 
(TNF) -a, IWIK^T^n^r — i?=zn:=>- 
ffiKH^ (GM-CSF) , [^l#»^fi:H^ (SC 
F) (£Jt_t, Genzymett®) , HI L - 4 , IrI I 
L-7, IrIIL-10, m I L- 1 1 , I^ISliLSPlSH 
? (LIF) , m^^Xf^M (OSM) (£t±, 
Pepro Tec Inc. tt§4) , IrI I L - 9 , Rl 
h^*?*-?^**^ (TGF) -0 (£t±, 
R&D System Inc. ttK) , 13 I L - 1 a 

(Boehr inger Manhe i m|±|K) > H I 
L — 5 (Upstate Biotechnology 

Inc. f±$D , IH I L — 8 (Am e r s h a mft 
jgf) , fflaiy^naifai^^ (EPO) feitfllJffi^ri 
n^-»H^ (G-CSF) (J^±, 
tti 5 ft#t) ttlOOng /m 1 0 

[0 0 4 4] jfi^x.^y^ — ^^n^ (I FN) - <y 

N- a (&tmm&&&it i 9 Sflt) ttlOOO U/m 

lo 

[0 0 4 5]«iiL-6 (*^S^££tt«fc!>» 

ft) Itl n g/mlo 

[0 0 4 6] *fflg^f±, 1M h#>f ySrJPiJfcl^ 

2 0%FCS*5«£U*1 0 0/1 g/m 1 
JDUcRPMI 1 6 4 0 Jg*S"Cig* Lfc 0 

[0 0 4 7] 9 6^7"^— F^^aifcKPMM 

2£, ±jbim ^*^>'#^£T*)5v^H:##^£T•eaffl 

5%C0 2 4\ 3 7°C-C9 6B^rfl*#bfco ^CDigji^ 
T4^ffji-, #^^ 3 H-5 L ^v ? ^ (Amersha 

mtfcS) Sri m c i/3^fcs5:5J:5fciSJnbfco kpm 

V^U— i/ 3 (1 2 0 5 9*fV>- 

[0 0 4 8] KPMM2c0it?itiC*ti-5^-af*^ h^-T 

^O3**«rlil5fc*-r 0 H5^feW&* i ft±5K, KP 

MM2»flI L-6 tthl^y^^-hhfzt^ 

*filng/mim8lL-6ia!3, 3 H-^* 
^^<Oft03i*iS2. 2f$fc±#Lfc 0 — IFN- 
a*5±I^I FN-y ^KPMM2MScDii?i^ill : (CPl 

[0 0 4 9] KPMM2(Di^--f h^^y^t^ 

R/SttSrW^SfcAK^ MTT (3-[4,5-dimethylthiaz 
ol-2-yl]-2, 5-diphenyltetrazolium bromide) S (J. I 
mmun. Methods 65:55, 1983 Sr#flg) ^U^MSSrK 

[0 0 5 0] HJfeM 7 : fit I L - 6 mA b joitWrC I 
L - 6 R mAbi^J:5i^?(Pl* 

HJKWI 1 X*ffi±L Lfcmti&WK P MM 2 Sv^^tt 
HML-6R mAb (^e/ 9 n—T;V^iW) (Ig 
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G^yX : PM1) 33 <fcl^ I L-6mAb 

(IgG^7^: SK2) ©M&I^fco SK2fi 
^CflK (Y. Ohe etal., Br. J. Cancer 67:939, 1993) 
IBife$ttT*3!9, * fc P M 1 teJtiffi (Hirata et al. , 
J. Immunol. 143:2900, 1989) KSMfeSftTV^So 
[0 0 5 1] Wfcmi fc|aa+S*^#fcKPMM2 
£2 0%FC S*5«fctfl 00m g/m 1 S^Sr 
tti^RPM 1 1 6 4 0;t##?$^SiS£ii\ 33*5*2 0 0 
// 1 "C9 eftZT'V— h — 1 X 1 O 4 

[0 0 5 2] 9 6^^^— hCO^(C}^ £H*ft<Z)I 
L-6 mAb (^e/^n— (S K 2 ) *3J: 

I>miL-6R (§3£#0 mAb (PM1) SrSU^ t-JP 
X.fc 0 ft*?, *fflgS¥tt, SC#:SrJPx.*V^2 0%FCS*5 
£tM 0 0m g/m 1 ^tW^y^RPMI 1 6 

[0 0 5 3] 9 QfVfU*- hcO^fC^ffibfcKPMM 
2Sr, Kl L-6 mAbfcitfJTC I L-6R mAb 
#£T&3W*^#ftT^W4 5%C0 2 tp, 3 7°Cl? 
9 6fl#K»«Lfc e J Er^)ig**IT4^M^fl^ ^ic 3 
H-^vV (Ame r s h a m|iS) Irl/iC i /ft 
fcftS i 5fcSHmUt 0 KPMM2^K«9}AAyyc 3 H- 

— (1 2 0 5 K 7 7/W^7ttI) £r 

[0 0 5 4] KPMM2CDii^l^i-§JiI L-6 m 
Ab*3it$Kl L-6R mAb(Dj(]^;5rE|6 (C^i" 0 

s k 2 » j:vpm i (Dmmm^iih^Mm^micmm 

jfcfi-CK P MM 2 ^WSr^^Pl* Lfc 0 
[0 0 5 5] KPMM2Jf^cO^[ I L- 6 mA 

b*5 ±tWK I L- 6 R mA b fc^S&SSrfl^Sfc 
MTT (3-[4,5-dimethylthiazol-2-yl]-2,5-dip 
henyltetrazolium bromide) £fe (J. Immun. Methods 6 
5:55, 1983 £r#f$) *3i 15^16 SreSaUSrS^ffi 

[0 0 5 6] HJfc#!|8 : EL I SAi^J:6 I L - 6 K£ 
±E*Jfe$ J 1 "CW* LfcMSttK P MM 2 i 6 I L - 

6l41^ilfc e 

[0 0 5 7] *J6^1fclB^S*ffi-r?#fcKPMM2 
S\ 2 0%FCS^W1 0 0 g/m 1 ^tW^y 
£<ati>RPM 116 4 Oig^Kfc 1 0 6 {@/m 1 

X 5 KiiMiiS*, fc M l - 6 ^#&T"eSiS 5 % c o 

[0 0 5 8] #£7 2I$W&. «*±fflf(pl!:-&*jx«K 
PMM2riSK£Lfc I L-6tf)jftKS\ LhIL-6ffi 
ELISA^b (tfA^*?#9b5-tt«) 

T\ 2 0%FCSj8±tfl0 0|*g/ml*tW^>' 



£rfe(JPLfcRPMI 1 6 4 0 *§ji«£fflV^;: 0 i§*_tfif 
tS7 9. 7+19. 6 (¥^fS±S. D. ) pg/m 

1 (7) i L-6(Dm±tmm^^ nmmmmK^^rm 

ttiPS# (4. Opg/rnl) EkTX*hotc<DK0M^r?> 

[0 0 5 9] *Jfe0j9 : 7n-f^f h ^ h 9— M±5 I 
L-6 ROHSa^fltlR 

KPMM2«_hW I L-6 R3S3i£flllR1"5fc* 
(C, IL-6Rld&g*U I L- 6(D I L- 6 R^<7)g 
^SrPlSbJfel/^^^Jtt: h I L-6 R mAbtfcS 
MT 1 8#C$; (Hirata et al. , J. Immunol. 143:2900, 

1989) &m^x* mmmytfcftmzmm^ 

[0 0 6 0] mfflHl ^fBfc^ScTif bftfcKPMM 

2#BIJI&£1 0 6 {@/^-;/ift5J;5fc:, 100^1 
oiitai 2 fE«<7) F A c s iSaffJStSifiS*^ 1 0 m g 
/m 1 ©MT 1 8KfrSrJPx.> 4 tUCT 3 fl*WEJS£li: 
fc«, F A C S Slfi^ 2 HH5fe^ U lOOjul^FA 
CSft««fc»ie£it\ F I TC^H^in^ 

>)^IgGS:# (TAGOttl) Sr5 /i g/ml«lP 
U 4^X3 0^^***. FACSlfIt2 

4 (EP I CS PROF I LE, ;V$ 

[0 0 6 1 ] %<DB^ m 7 iCTFi- X 5 K PMM 2 
M5_h^I L-6 RcD^a^^^fCo 

[0 0 6 2] HJSMl 0 : E L I SAlUSt h I g G 

(M^V/^) K£<£>S!l€ 
K P MM 2 CD b h I g G (M^/^) K£ffi§ritffcL 

[0 0 6 3] H*M1 t|B«©^«fe-e#bnfcKPMM 

2 £r 1 0 6 f@/m 1 t45±5t, 2 0 %F C SfeiTJ* 
100// g/m 1 ^tv^i/y^RPM 116 4 0 

M2mltn2^^h (77 
/^^^tt») (D^^SL> fc h I L-6 ##ftTt 
M«5%C0 2 tf\ 3 7tt7 2^ttfco ft**, 
SWktt3|iIffofc 0 *<Dft, ®J|±if^<7>b MgG| 
Jt£r, TAGOttSt^ll gGS# (NO. 410 
0) #ZTfTA'*])7*X7T#—VMWL J r*?$LlgG 

tf^mwmmm* (no. 2490) mv^eli 

ffiKfc b I g G (NO. 0001-86 0) SrfflV^fco 
^©S*. ftti^tKlil 0. Ug/mlOtH 
gG«a, *tM«*«-C«ffiPS#J^T (5ng 
/ml) T-feofcC0^it^LT, i#»_hfif^£>b b I g 

[0 0 6 4] mmmi l : RT-PCR (ffite^U^ 
^fx^fy^^v/ay) fciS I L-6feit5I 
L- 6 R mRNAcO^m 

HJKWI 1 t|B«0*ife"C# jxfc K P MM 2 {rfc tjh S t 
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h I L-6*3<fctf fc HL-6 R^S,S:flllB^5fc* 
fc, RT-PCR (fg?*5^l/^fx^y9 7^ 
Vs^) 9 fc h I L- 6*5j;tf fc b I L — 6 R(D 

^ytV^RNA (mRNA) Sr<ftUJLfc 0 

[0 0 6 5] ^T^At^A?o?-fKi£ (Mole 
cular Cloning, Cold Spring Harbor Laboratory Pres 
s) iaoTKPMM2» (10 8 ® jS»e>^RNASr 

DNAMKcDNAM^^ h (Invitroge 

[0 0 6 6] B&ftmh LT fc b I L - 6£3£U^fc h I 
L-6RMPCR/7^^ffl^ (C 1 o n t 
e c h Inc. ffiK) o P C R^^# lOOplft, 
1 OmM Tris-HCl (pH8. 3), 5 OmM 
]) Amp litaq (Perkin E 

lmer C e t u s ft® 2. l^fCc 
DNAMSJStll m 1 , ^ysf^—l 0 0 pmo 1 
Sr^t? 0 #PCRfflfa^aW/V5 0M l«r± 
iLTPCRtWLfto SW-9 4°C1?15>^/Wb U 
6 OtTl^t 7 2°CT1 0#tf>iNf ^/W«r3 01M^ 
/^I^Il/Co 2°CT1 
0£#fi£ffofc 0 t h I L-6*5J:t^fc h I L-6R 

I5)50p g <DW&MM P C RK«bSr#fco 

[0 0 6 7] &BU& t ? 1 0 m 1 5r^oT 1 . 

i5l^ IL-6 (628bp) joitf I L-6R (2 

5 1 bp) ^PCRlWV^fjlfcKPMM2CORNA 

^feifittSttfco £*l&£>*S*B:, KPMM2#IL- 

6 h ^ 9-f «iaot«t5 r t Srite^- 

ISmcOffi^fei^So SKW6. 4«fll L 

-6^Jgf LTI gMSr^»t5o IL-6ROPCR 

4 mRNA^P>li*I$*T/fco 

U i L-6tDPCR*^f*^<oSiK-e^a^ttT, r. 

[0 0 6 8] 1 2 : MSttK PMM 2C0SCID 

(1) KPMM2(D^#Wtt^i:W>'fc^^(DSi^ 

JiIb^mm i -em& LtcmmwK p mm 2 © wiH4*5 



[0 0 6 9] KPMM2£r2 0%FCS*5«fctfl 0 0m 
g/m 1 V^SrgtfRPM 1 1 6 4 0 

10 8 fi/ml*eilU 0. 2mg©!)t^7v / T 
nGMlS# (Code No. 0 1 4-0 9 8 0 1, 

fnmmumtm) taiifci l-6 f?^^ 

S^l£ftfe^F£^!?* (KTlL-6-SCIDTm 

[0070] z<Dmm&MM#jKffimu mmi^tzmm 

y^y^ (7 0 7r;^yftfi) ^aLTMS^ 
illRLfco ^©«^_h|Btl3«^RPMI 1 6 4 Oig 
«Il:«L, IL-6-SCID Tm, IjEM^ 

(S C I D^?* fcV^5) (0*^l^Ttt 
JK) , BALB/c-nu/nuv^ (J^T^^K^ 

tfjR-COJKtft^ fllfg^feofco *fcJMg»£r 3 mm^cD 
^ny^tU ^fit$f£rfflV^TI L-6-SCID T 

(2) KPMM2C0^*5#«ft^T^^Wtt 
KPMM2£)#ffig£g£r^T (s. c. ) , 
(i. v. ) , ttErt (i. p. ) ^L/c*^pI#« 

[0 0 7 1 ] (1) i3^TSClD^^KIftl 

^aLTMa^miRL, 1 o 8 fl/m i 

2mgO?t^lT^TnGMl»J:i;5 0 0 ROD 
Xl^*ILf:^^F^?^^0. 1 m 1 f ofif 
(s. c. ) , IS4Krt (i. v. K JKBrt (i. 

p. ) ©3gJgT?#*U 4 0 B«fc^«<D*|)t*ffo 

fc (*2) o ^^S, $J4 0 B«fcH:^«-C^«iS* 
B*tL, s. c. ^tt-Cil^ttSBttfc, i. p. sgpft-e 

f4KErtfc@^JKI«r^Lfco *fc, i. v. ^W-e 

ttK PMM 2 ttflt(D4f^g^ fefrfc, 
[0 0 7 2] 
[*2] 
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K PMM 2 £>3jf£ff& 









S C 1 D 


s . c , 


3/3 




i . v. 


3/3 




i - p. 


3/3 


3 - Y 


s . c , 


4 / 4 




i . v. 


1 / 1 


— 


i . P. 


3/3 

— 



(3) KPMM2 3gPflOftfe©jfcfl|b b I g G (M^W>° 
«ttKPMM2 J:SC I Dt^^TMU Mt& 

ztitcmmtDimtimtpK v i gcss^p^n^ 

fc Q ±1E (2) lc|B*^*ffi w CjllHfl&t*KPMM2SrSC 
ID^^^TItt, KPMM2#«itfK W&k2 
IBB, 4 2BS<£>3[Hk jhffify://V£rKRLTEL 
I SAifcfcTfc h I gGftftSrSJSbfco 
[0 0 7 3] T^jhff tpCDfc: h I g GiftS 

^KPMM2^ffiLfc®]^ll?^V^tLteR*Wi-±# 

T\m^fritam<Dwmtmn t h i gG«js^M 

( 4 ) K PMM 2 O^WttfciT^#«*BJJS®:C0*feW 
SC I Dv^7^^Kv^7 tMftfit Srlifc ^ 
t © K P MM 2 © Rj^Stt &%kfj L fc 0 

[0 0 7 4] ^su^ir^asrff^v^st^s C ID^9 



^*3i^- K^**fcU _h|B (2) WM<OjjW:X*fr* 
KPMM2M&£ 1 0 7 , 3 X 1 0 6 , 1 0 6 {@ffi§|^T 

(s. c. ) |:#IL, *fcs C I D^p*tcB:_hie 
(2) <D*ffir*#fcKPMM2*HJJ&Sr 3 x 1 0 6 , 1 0 6 
fflSMRft ( i . v. ) Tt8«Ufc 0 
[0 0 7 5] SCID^^tftTMLfc 
3 x 1 0 6 <H£*_y£*rr5 2 1 H*-CJC^« 
T1i*S®£ffMU 1 0 6 fi#*Lfc#^^t 2 1 0 
£Tfc2/3, 3 2SJTi^tiilSi«L 
fco X-F^!)^ttTfIt5^ 10 7 fH#«Lfc 
Sr^Tli2 10Stfc2/3, 3 2 0 *T?fcJ*£0i|T, 
tf:3Xl 0 6 fi^ttbfc#^-ett4 2 B£T1C^$I 

4 2 sc 

I D-?^^tmj|Rrt^ttbfc*&, 4 2 0i^K3Xl 

o 6 flS#«"e£0!k l o 6 <B^W"C 1/3 |:k pmm 2 as 

[0 0 7 6] 



K P MM 2 OpJ^fittfe A^*l#fflIiaifc^1ftH 











day 10 


day 21 


day 32 


day 42 


S C I D 
X 


s . c . 


1 o T 

3 x l 0 e 
1 0 e 


1/2 
0/3 
0 / 3 


2/2 
3/3 
2/3 


2/2 
3/3 
3/3 


2/2 
3/3 
3 / 3 


7 - K 

T ^ X 


s . c , 


1 0 7 

3 x 1 Q 5 
1 0 8 


0 /3 
0/3 
0/3 


2/3 
0/3 
0/3 


3/3 
0/3 
0/3 


3 / 3 
3/3 
0/3 


S C I D 

T 0 * 

0 I D-r# 


i . v. 


3 x 1 0 * 
1 0 e 

h v very 


0/2 

0/3 
3.& 


0/2 
0/3 


0/2 
0/3 


2/2 

1/3 
P 
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KPMM2£#f£L/cS C I D^£?.X^*^T, 
ifSrfltS^5fc*K, KPMM2 0iffi$BJ:tW 

[0 0 7 7] KPMM2tr_hfB (1) ClBftfS*^ 
SC I D^^#iKftMU ^«S3 7 0 

ttilt, ^y^^r^a (10 0 Mm) £M 

U S^tt^WailKSg (FACS) «« (2 
%FCS*5j;tK0. l%NaN 3 ^PBS 

t lTKPMM2^Ibt^iV^SC I D^^^^# 

[0 0 7 8] *^M«i-fEa^5^S(Cj: «9 KP 

MM 2 SrSTWtfc SCIDv^/5^fc #«^3 
7 0 g^TM*»£^ft^*ffiU »aLfctt*» 

H^r^-r^l/^^ yi/a (10 0 Mm) ?rIU FAC 

[0 0 7 9] iOTttt, ^KfU^fE«cbfc^£ 
"CM' y tT h n fcTift* L/cKPMM 2 £MV \fc 0 -f ^ bT 
hPTMB LfcK PMM 2 £r F A C Sgff^Tgfe 

[ooso] ifefc, ccoj;5^ffKb/c»^««^ffl 

[0 0 8 1 ] t4fc^, 10 0// lCOFACSlffttf 1 

kt, &m<D&mm&i o 6 «c*tu 2. s^g/m 

lcoy^^^y^y^ (pe) tui^ct hCD3 sgtf* 

(L e u- 1 7, h> • 7*4 y^yy^tt!!) £Ss 

A C S 2 0i5fc*fH^ 5 0 0 m l^FACSH 

ft£m®U FACS can h> ml f<{ 
y#M) fciSFACS^ffSrffofc, 
[0 0 8 2] ^tt^fflSP^&S-f ^tT hnglKPMM 
2(DFACSit)f(0e^P), f»g4 0^62 0 0 

L/C (010 (a) #Hg) 0 KPMM2lrfWMt 

f:SC iDT^tli, ^o#tt>WI&cD 7 

tFCD3 8|ttiiat^^^tl/^ (010 (b) 
#flg) o r^ctft SCIDv^lC&IWttfc 
KPMM2^S C I D^.X £>#M(££# Lfc r. t 
Ltl/^c KPMM2 £rS C I D^^fc&T^ 

8tfS||§t£T*ifc«9 (El 10 (c) #{§) , KPMM2?:S 
T#*LT£T£M»^ 4TKPMM2^»J 
fVtV^Sr. £flS*£Jxfc 0 ft*5* KPMM2 5:flLt 

CD 3 8^tt*Biatt^< ^m^^^ofc: (010 
(d) 0 



[0 0 8 3] 3 : JrCfc h I L - 6jrC#:S K 2*5 

KPMM2ffiltl^tt5)St h I L-6feif*SK2 
*5±tfgi;fc h I L-6RS«b H«PM1^ 

[0 0 8 4] ±fa**^[| 12(1) fclB^CD^^ S C 
I D ^ * Tflfcft UT#fc K P MM 2 #MIiM»* &r ? 
*^*tr^TnGMlS#:/X|ft^a^-K^!?^ (5 
SI*^ *t) iUmmft^y^-CfiTffU SB (CI 
S K 2^4: 1 m g A 9^(0 1 ffll, SffiJ^t: 
MftPMlSft: (HI^<kMffiIlW0 9 2- 1 9 7 5 9 
#H9) £0. 12 5, 0. 5joitflmgA^©3 

fc«±5fcPBS (-) tSfit, Sft 

*ffl51Pfctt, PBS (-) S:0. 2mlA^S^L 

[0085] %<Dm&&® 1 1 fc^o m&ttfm<o¥ 
wit ^« i g-c&ofc^^^tb, hmit 
PMimt&^m^^x^ lmgA^s^tfc 

S^TJttBftJSfiJfM^ (Growth Inhibit 
ory Ratio:GIR) Ii78%, 0. 5mg/ 
^^^S^l/cS^t^G I Rtt5 3%, 0. 12 5m 

^J3i*^mwi$ya*^^^^fc 0 *fc s k 2 ^*>^t 
lmgA^^swtc i R6 i%tmmmn& 

loose] mmmi^mimmhtz.\km^y^ 

;V(D\i V I gGMffi^rEL I SAifeJcrSISbfco 
M gG*^Sip^2 7. 6mg/mltfoott)C0 

SfMUIftPMlfiMi, o. 5, o. 12 

5mgA^^S#t§: tX^tl^tl7 1 %, 5 5 
%, 7 5%»ftfl£*Xfc, S K 2 lmgA^t^t 
fc4 3%»ffl£Jxfc 0 JttMS £ Jhif t h I gGMtt 

[0 0 8 7] MM&i 1 4 : KPMM2fIrt$SS C I 
D^^^K*5Jta^^Hb*^>^A«ft<D±#*5j;V 

KPMM2 (10 7 (g) £_tfElli£«12 (2) K|E« 
t^fetSCIDv^ (Rift? UTftM) 

[0 0 8 8] KPMM2iIf 9 0 1, 2O0g, 3 0 
0 B*5itJC3 7 0 |i:KPMM2f!rt#ISC I 
t?^^-^r/V^L, v^^^i^)6 0M 1M^ 
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a ++ /pH7t7^ff- (^/*. a-:=:^tfc») \ZX 
JMJtLfco ^4b\ #Mb LTKPMM2 5r#tttTV^ 

[0 0 8 9] -t^jjg*. KPMM2iIrtMS C I D 

Ztllt (HI 3) 0 jfe^^V^/W^Aflia 
±#tt, KPMM2 £S C I Dv^A||rt||tfc 
-7^^fi(3(j'§KPMM2 (bhCD3 8 

fflMLTV\fc (01 4#Jg) 0 
[0 0 9 0] 3=fc, KPMM2fiWi3 7 0 |COS 

c i D^v*Tf&(Dit%xmM&Lxmmmz-M^L.tzL 

mZtltc (B15#I) 0 J^_tcO^}^ K P MM 2 If- 
Irtf«SCIDvi)^(Z)fSf^ HlSco#itll©^ 

[0 0 9 1 ] 

fts ffC I L - 6 if CO I L - 6 f£fflfi£#J«r 

L - 6 fe#e^iS5B^ 5 t h #MJ9I«*^ ^ tf h n 

i<ffiH-r5^t^P>, M^>-/^«^*coJWJSrffifI 
[0 0 9 2] Sfet, ^IS^cot h#MM«*£*»i 

[0 0 9 3] ntlfecO^fe^P^cDfc b#MJB?fflfift 
[01] «f2|c^tfcMt5KPMM2©g#WWI** 

IM2] kp mm 2 <DMn%7F~rm &m<oMm*$t-r 

[0 3] ffy^P5/hM^±5KPMM2(OJ ir io 



fc£ 0 KPMM2WftDNAS:BamHI, Eco 
R I *5,fct*H i n dlimgftU J H *^<t^C XMfc^ 

Lf:/^P1 (A) T^-fo 

[0 4] KPMM2toSM£r^0 (£fecO^Jf£rgrf 
5*) Xh6 Q tft*Lfcl 5«}j;t^T4 6, XX, 
der (1 ; 19) (qlO ; qlO) , t (3 ; 1 
4) (q 2 1 ; q 3 2) , -4, t (6 ; 1 1) (pi 
2;pl5) , der (10) add (10) (pi 
3) die (9;10) (ql0;q26),+16£r 

[05] KPMM2^»Sa«W^t^#lW h^?^ 

xo^^-rmxh^o ftfflb/ciM hxjxomB. 

feSXT&mVXfoZ : I L-6, In g/m 1 ; I FN 
-ajo±tfIFN-7, lOOOU/ml ; ^(O^COf- 
Ytf-<y, 100ng /m 1 0 3 [HcD^cO 

¥*&+«*WIiS (SD) Sr*^ 0 

[06] KPMM2cO«W^*t'f SSI L-6 m 
Ab^i^feil L — 6 R mAb (D^i^^mXh 
6 0 SK2H:^?*SlI L-6 mAb (A) ;PM1 
^D^IL-6R mAb (•) 0 JfclRttJtflHSr^ 

[07] KPMM2 iftlfJfa^iSttS I L- 6 R<Z)fgS£r^ 
tST&So iMftlL-6R mAb (MT18) 

•e^febfco I gG2 bJri#Sr»flHi: ttffl^ 

/Co 5831 J* m I gG2b* > ^IftMT 1 8 £r81"o 
[0 8] 1. 5 %r^fP^y;V±t?©RT - P C R 
GM^PCR) 5>4ffKJ;9, K P MM 2 CD I L-633 
itfIL-6R mRNAcO^glSr^f 0 (Sftf7f<S)£> 
¥K) -e&So ^^l*3J:rK4, SKW6. 4 ; Ix— 
y2^oj:^5, KPMM2 ; V— > 3 $5 ±0 6 , Htt*f 

[09] KPMM24rST^WLfc^l?^t*5tt5tt* 

[010] (a) tt>f > If h Pgi LfcK P MM 2 jo 
l*£fc FCD3 8^iJ[gcOFACS^tffSr^1-0^&ao 
KPMM2J14 0^^ 2 0 0 0 4 ^OjfiH^^SftfiSr 
#t"5o (b) }j;K P MM 2 ^flrtM 1 1 S C I D 
^^^(D'WMMM^n^ fc hCD3 8jrLjgCDFACS 
*ff£^f0~C&£ o 7 1%CD»^4 0^^20 00 
OffiH<D^fcaSft£frf5o (c) |tKPMM2*ST 
WUcSCI D^^^(DMft»^^#/t«S^^o^a 
b bCD3 8jtJ^(DFACSfiW^^0"Cfcao 

co«^ 4 oa>& 2 o o ooffiH^aessasr^r-rSo 

(d) |iKPMM2*^LTV^SCIDv^<0 
#lti*BJia^*3itSb hCD3 8^B<£>FACSfiWf§r^ 

na-e*>s 0 4 o^^2 o o o©«sffl^3fc3fia*^rr 

[011] KPMM2M*M~36t;I L-6 mAbjoj: 
XM I L - 6 R mAb <D4 V If tffcfettSM^itJiffiJ 
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i3Sa*Sr*^ia"C*)5o SK2ttStHL-6 mA 
b ; MftPMl^fetfc HL-6R mA 



012] KPMM2»-K^ T )^^Mfc h I 
gGlSt^tajTLl L-6 mAbSfcttgtl L-6 
R mA b <Z)Sb*Sr^|§|^&S 0 
[113] KPMM2^IWSU:SC I D^?* 

i-H-e&So (O) tmmtr^to »»sc i 

i>^4fC (3 7 0 gco^siS) co^S+s. D. 

i-o 



[Ell 4] KPMM2&fIrt#lLfcSCIDv^ 
bCD3 8#Lj&m'\±M&(Dm-& (□) COS 

«pw*^«r^ria-c?fc5o (O) \mm%^~t 0 

S. D. Sr^fo 

[015] K P MM 2 Jrfi^i Lfc S C I Dt 9^ 

fc5o (a) f±KPMM2Sr»«LTV^V^flgpC0S 
C I D*^* 

(b) fiKPMM2ffif 3 7 0 ICOSC I Dv^^ 



mi] 



[02] 
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